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Attn:  Section 8(e) Coordinator (CAP Agreement)

Re: CAP Agreement Identification No. SECAP-0110

Dear Sir or Madam:

Union Carbide Corporation ("Union Carbide") herewith submits the following report
pursuant to the terms of the TSCA §8(e) Compliance Audit Program and Union Carbide's CAP
Agreement dated August 14, 1991 (8ECAP-0110). This report describes A 90-day dietary
inclusion study in rats with UC 70480 (O-(1-cyano-2-methylpropyl)-O-ethyl-S-propylphos-
phorothioate; CASRN [not available]).

"UC 70480: Ninety-Day Dietary Inclusion Study in Rats", Bushy Run Research
Center, Project Report 49-11, January 14, 1987.

A complete summary of this report is attached.

Previous TSCA Section 8(e) or "FYI" Submission(s) related to this substance are:
(None)

Previous PMN submissions related to this substance are: (None) |

This information is submitted in light of EPA's current guidance. Union Carbide does

not necessarily agree that this information reasonably supports the conclusion that the subject
chemical presents a substantial risk of injury to health or the environment.
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In the attached report the term "CONFIDENTIAL" may appear. This precautionary
statement was for internal use at the time of issuance of the report. Confidentiality is hereby
waived for purposes of the needs of the Agency in assessing health and safety information. The
Agency is advised, however, that the publication rights to the contained information are the

property of Union Carbide.

Yours truly,

Associate Director
Product Safety
(203/794-5230)

WCK/er
Attachment (3 copies of cover letter, summary, and report)
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SUMMARY

Male and female Sprague-Dawley CD® rats were administered diets’ B A
containing O ppm, 3 ppm, 30 ppm or 300 ppm UC 70480 for 90 days. UC 704804y
exposure did not result in mortality in either sex. Depressed body‘weighia',’a&
body weight gains were observed throughout the study in 300 ppm male &ati}ﬁ”
Decreased food intake of 300 ppm male rats paralleled the depression-inﬁb%di
weight and body weight gain for this sex. Although overt clinical signs'of
cholinesterase inhibition were not apparent at any UC 70480 exposure levei, ¢

biologically significant (greater than 25% of concurrent control values)?gﬁﬁ

inhibition of erythrocyte and plasma cholinesterase activity was apparent atg
weeks 7 and 13 in 30 ppm and 300 ppm male and female rats, and in plaém£3§£j§
ppm female rats. Brain cholinesterase activity was inhibited in the 300"ppm¥
UC 70480 dosage group of both sexes at 13 weeks. Minor decreases in hemggchg
and platelets in both sexes as well as in hemoglobin and erythrocyte count ig

males at the highest dose of UC 70480 were also observed.

ONCLUSIONS

Inhibition of cholinesterase activity (erythrocyte, plasma, brain) and
alterations in hematology and~ETTETEEI"EHemistry of animals treated with 30 ppm
and 300 ppm UC 70480 for 90 days excludes these groups as a no-observable-
effect-level (NOEL) for the compound. Based on the information obtained in the
present study, dietary concentrations of 3 ppm UC 70480 would appear to be a
NOEL for 90 days in male rats and a minimally toxic dose in female rats.
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Good Laboratory Practices Compliance Statement

This study was conducted in accordance with Good Laboratory Practices
Regulations for non-clinical laboratory studies as developed by the
Environmental Protection Agency, Pesticides Programs, Good Laboratory Practice
Standards, as part of the U. S. Federal Insecticide, Fungicide, and
Rodenticide Act (FIFRA), published in the Federal Register, Vol. 48, No. 230,
November 29, 1983 (effective May 2, 1984).

Study Director: / / l/ // -7

~ John P. Van Miller, Ph. D. Date
/// Bushy Run Research Center

Sponsor:

Bushy Run Research Center
A Joint Mellon Institute— Union Carbide Corporation Operation
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IR EERE o

SUMMARY

Male and female Sprague-Dawley CD® rats were administered diets a1 ”’
containing 0 ppm, 3 ppm, 30 ppm or 300 ppm UC 70480 for 90 days. UC 704804
exposure did not result in mortality in either sex. Depressed body weighib;;
body weight gains were observed throughout the study in 300 ppm male ‘rats}i
Decreased food intake of 300 ppm male rats paralleled the depressionvin%bﬁdi
weight and body weight gain for this sex. Although overt clinical»signs?% )
cholinesterase inhibition were not apparent at any UC 70480 exposure levéi;'
biologically significant (greater than 25% of concurrent control values)cév
inhibition of erythrocyte and plasma cholinesterase activity was apparent¥ag
weeks 7 and 13 in 30 ppm and 300 ppm male and female rats, and in plasmil3frl
ppm female rats. Brain cholinesterase activity was inhibited in the 30013-3
UC 70480 dosage group of both sexes at 13 weeks. Minor decreases in hematog!
and platelets in both sexes as well as in hemoglobin and erythrocyte count 43
males at the highest dose of UC 70480 were also observed, B

RO 10

The purpose of this study was to evaluate any toxic effects in rnts:du-_
repeated oral exposure to UC 70480 for 90 days. The oral route is a ptobabk'
human exposure route. Preliminary range-finding studies of two weeks (BRRC;
Report No. 47-129) and four weeks duration (BRRC Report No. 47-123) vere &
performed in rats and the results were used to set concentration levels in>£4;
study. Since the lowest concentration used in the two-week study, 3 ppm, d{‘
not produce systemic toxicity, the lowest concentration of this subchronic;
study was set at 3 ppm UC 70480. '

MATERIALS AND METHODS | ig
This study was conducted according to the protocol (BRRC Project No. fhe

84-03-50003) approved by Union Carbide Agricultural Products Company, Inc.
first day rats received UC 70480 was July 2, 1984. The last day of recovery
animal sacrifice was October 30, 1984.

Bushy Run Research Center
A Joint Mellon Institute — Union Carbide Corporation Operation
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w_ﬁﬂ_‘?ﬁ.ﬂm
Approximately 450 g of UC 70480 [0-(1-cyano-2-methylpropyl)-O-ethyl-S-

Propylphosphorothioate] were received on May 17, 1984 from Union Carbide

ricultural Products Company, Inc. (UCAPC, Research Triangle Park, KC). The
sample was labeled with the identification number HTS4820AA and assigned BRRC
gample number 47-135 (A,B). The test material was a colorless, slightly
viscous, transparent liquid with an analytical purity of 95.77X (analysils
provided by sponsor). No CAS Registry number was available for the material.
A reserve 20 g sample was taken and stored frozen in Room 164 of the Chemical
gyglene Fellowship (CHF) building at BRRC.

mals and a are

Two hundred eighty-seven (287) Sprague-Dawley CD® rats (144 males, 143
females), 35 days of age, were received from Charles River Breeding
Lsboratories, Inc., Kingston, NY on June 18, 1984. Upon receipt, quality
control procedures, including blood serology and aerobic bacteriology cultures
from the lung, were performed on 5 animals/sex. Examination for parasites was
done on feces collected from 6 cages (2 animals/cage). In addition, the liver,
lungs, heart, kidneys, salivary glands, trachea, nasal cavity and cervical
lymph nodes were fixed and examined microscopically.

All animals were allowed a 2 week environmental acclimation phase before
experimental treatment. From receipt to study termination, rats were
{ndividually housed in stainless steel wire-mesh cages (9" L x 6" W x 7" H)
sounted in stainless steel racks in Room 170 of the CKEF building. A layer of
Deotized Animal Cage Board® (Shepherd Specialty Papers, Inc., Kalamazoo, MI)
vas placed under each cage and changed at least three times per week. Other
animal care procedures were performed regularly by animal care personnel
sccording to BRRC Standard Operating Procedures. The Guide for Care and Use
of Laboratory Animals (Institute of Laboratory Animal Resources, National
Research Council, Department of Health, Education and Welfare, Publication No.
78-23, 1978) was followed to provide adequate care for the animals. Water
(Municipal Authority of Westmoreland County, Greensburg, PA) was supplied by an
automatic dispensing system. A certified ground rodent feed (Purina Certified
Rodent Chow #5002, Ralston Purina Company, St. Louis, MO) was provided in 8 oz.
opal glass jars. Food and water were available ad libitum. Rats were kept on
8 12-hour photoperiod throughout the study. Room temperature (22 = 3°C) and
relative humidity (30-74%) were recorded (Cole-Parmer Hygrothermograph®
Seven-Day Continuous Recorder, Model #8368-00). Animals were identified by
toe-clipping.

t Preparation and al 8

The basic diet used for diet preparation was ground Purina Certified Rodent
Chov #5002 (Ralston Purina Company, St. Louis, MO). Analysis of chemical
tomposition and possible contaminants of each batch of diet were performed by
Raltech Scientific Services, St. Louis, MO, and nitrosamine analysis was
Performed by Hazleton Laboratories Inc., Madison, WI.

Page 7 of 671
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For the actual diet preparation, a solution of UC 70480 dissolved in
acetone (10 ml acetone/g UC 70480) was prepared. This solution was then addeq
to ground chow and mixed in a Hobart mixer to produce a 3000 ppm (w/w) premlx'
Mixing time was approximately thirty minutes to allow enough time for complet;
acetone evaporation. To insure homogeneity at the lower dosage levels, thig
initial premix was used to prepare the highest dosage level and a second premg
of 100 ppm. The 100 ppm premix was then used to prepare the intermediate ang
low dosage levels. In all cases, the individual test diets were prepared by
adding the appropriate amount of premix to ground diet and mixing in a Hobare
mixer for approximately 15 minutes. Control diets were prepared from a premiy
containing acetone concentrations to yield equivalent amounts of control
vehicle as in the high dose group diet after proper dilution. Both premixes
and all test diets were prepared weekly on the same day. Test diets were
stored at -20°C except during designated feeding times. Animals were fed 3
times weekly. .

Homogeneity, stability, and analysis of test diets for concentrations of {
70480 were performed at BRRC.

X mental Des
The dosage levels of UC 70480 were selected based on preliminary findings

from a two-week and four-week dietary inclusion study of UC 70480 performed at
BRRC. The experimental design is summarized in the following table:

Qsu eve o] C 4 - ta usio ud ts
Exposure Levels Number of Rats
Group (ppm in Diet) Male Femal

- 0.0 (Predose Control) 10 10
1 0.0 (Control) 30 30
2 3 20 20
3 30 20 20
4 300 30 30

e

Ten animals/sex (predose control group) were used to establish the generd
health of the test population (e.g. clinical pathology) and then'sacrificed 8
discarded immediately prior to study initlation. Predose animals were 581e°ﬁ
from the extra animals after computer randomization into study groups. Twent
animals/sex were subdivided by computer randomization as follows; 10
animals/sex/group were designated for hematology, coagulation tests and
methemoglobin determination at weeks 7 and 13; and 10 animals/sex/group Weré
designated for clinical chemistry and cholinesterase at weeks 7 and 13. Te?B
animals/sex in groups 1 and 4 were placed on control diet for one month at
weeks to serve as recovery groups.
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fﬁgnimals selected for clinical pathology and cholinesterase assays at 7
eks were also used for these assays at 13 weeks. Animals selected for

gatology, coagulation tests, and methemoglobin determinations at 7 weeks were

$d4 for these assays at 13 weeks.

S

F'Rats were assigned to groups using a computer-generated statistical
,@&omization procedure. Rats judged unsuitable for study because of abnormal
Minical signs or body weights (weights greater than s+ 2 SD from the mean for
f”;fbex) and those left after all study groups had been filled were removed
®m the study and their fate documented. The means and variances of the body
dghts: for all groups were statistically equivalent before dosing was

w(§3ted. Body weight ranges at dosage initiation were 201-236 g for males
BRE149-180 g for females.

o accommodate the number of blood samples to be collected and processed
ing the study and at termination, male and female rats began treatment one
thpart (July 2-3, 1984) and collection of blood samples was staggered over a
fr-day period. To achieve a balanced design, one-half of each sex per group
56;random1y designated for blood collection on days 1 and 3 (males) and 2 and
Bfemales) of each 4 day sampling period.

Wi

tOphthalmic examinations were performed on all animals prior to study
Rtiation using an indirect ophthalmoscope. Those with unsuitable lesions

k8- discarded and replaced. These examinations were repeated prior to the
gday sacrifice,

AL Methodolog
‘4‘:

fBlood samples for clinical pathology analyses were collected by orbital
{gdins of animals fasted overnight. One set of 10 animals per group per sex
e, bled for the following analyses: hematology, methemoglobin, and
ggulation analyses. Another set, also 10 animals per group per sex, were

#d for clinical chemistry and cholinesterase determinations. After a
"léggék recovery period, samples for hematology, methemoglobin, coagulation,
ghical chemistry, cholinesterase and urinalysis were collected from 10

”‘Jé;s'per sex per group from the 300 ppm UC 70480 group (recovery) and from
gR.control group.

L —e——

‘f ihples for erythrocyte and plasma cholinesterase were obtained from
Beals fasted overnight prior to dosing, at 7 and 13 weeks, and following a
'"Q? ‘recovery period. Samples for brain cholinesterase were obtained at 13
‘.:‘gnd following the 4-week recovery period. Approximately 2.0 ml of blood
Bk Collected into tubes with sodium heparin as anticoagulant (Vacutainer®
Bid; Becton-Dickinson Company, Rutherford, NJ). Plasma was separated from
'"*hfd,blood cells by centrifugation prior to assay.

;Lﬁgains were homogenized utilizing a Polytron® tissue homogenizer
& ytron Kinematics, Luzern, Switzerland). The homogenate was centrifuged and
”ﬂé'“bernatant analyzed for brain cholinesterase activity.
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Cholinesterase assays were performed on an Auto-Analyzer II C equipped wi.;
data handler (Technicon Instrument Corporation, Tarrytown, NY) and teletype ’
printer (Teletype Corporation, Skokie, IL). Commercially available control
samples (Decision Level 1, Level 2, Level 3, Beckman Instruments, Inc.,
Clinical Instruments Division, Fullerton, CA) were assayed immediately prior ¢,
and following each group of erythrocyte, plasma, and brain samples., All
cholinesterase assays were performed on the day of sample collection.

Serum Clinical Chemistry

Blood samples for serum chemistry analyses prior to dosing and at 7, 13,
and 17 weeks were also collected from rats fasted overnight. Approximately 1.0
ml of blood was collected into tubes without anticoagulant (Vacutainer®
Brand, Becton-Dickinson Company, Rutherford, NJ).

The following chemistry analyses were performed at 7 and 13 weeks and
following a 4-week recovery period:

1. glucose 11. lactic dehydrogenase
2, urea nitrogen 12. y-glutamyl transferase
3. aspartate aminotransferase 13. cholesterol

4, alanine aminotransferase 14. alkaline phosphatase
5. total protein 15. calcium

6. albumin 16. 1inorganic phosphorus
7. globulin 17. sodium

8. A/G ratio 18. potassium

9. total bilirubin 19. chloride

10. creatinine phosphokinase

The Astra™-8 or Astra™-4 Automated Stat/Routine Analyzer (Beckman
Instruments, Inc., Brea, CA) was used to analyze serum concentrations of
glucose, urea nitrogen, total bilirubin, sodium, potassium, and chloride.
Serum controls (Decision Level 1, Level 2, Level 3, Beckman Instruments, Inc.,
Clinical Instruments Division, Fullerton, CA) were analyzed after each 10
samples. Calibration checks were made immediately prior to sample analyses.

The CentrifiChem® centrifugal analyzer (Baker Instruments, Pleasantville,
NY) was used to analyze serum concentrations of aspartate aminotransferase,
alanine aminotransferase, creatinine phosphokinase, lactic dehydrogenase,
Y-glutamyl transferase, cholesterol, alkaline phosphatase, calcium, inorganicY
phosphorus, total protein, and albumin. Globulin, the difference between tot2-
protein and albumin, and albumin to globulin ratio were calculated. Serum
controls (Decision Level 1, Level 2, Level 3, Beckman Instruments, Inc., :
Clinical Instruments Division, Fullerton, CA) were assayed with each run of 20
samples. Precision checks were made on this instrument in the week {mmediately
preceding the day of sample analysis. All serum clinical chemistry analyses
were performed on the day of sample collection.
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samples for hematologic determinations were also obtained from rats fasted
overnight prior to dosing and at 7, 13, and 17 weeks. Approximately 1.0 ml of

plood was collected into each of two tubes containing EDTA as an anticoagulant
(vacutainero Brand, Becton-Dickinson Company, Rutherford, NJ).

The following hematologic parameters were measured: total leukocyte count,
erythrocyte count, hemoglobin, hematocrit, mean corpuscular volume, mean
corpuscular hemoglobin, mean corpuscular hemoglobin concentration, and platelet
count. Blood smears for differential leukocyte counts and Heinz bedy counts
vere prepared and evaluated for all animals. Reticulocyte and bone marrow
smears were prepared for each animal but not evaluated.

Hematologic analyses, with the exception of differential leukocyte and
Heinz Body counts, were performed on a Coulter Counter® S—Plus IV (Coulter
Electronics, Inc., Hialeah, FL). Commercially available quality control
samples (4C Plus II Coulter Counter Cell Control, Coulter Diagnostics, Hialeah,
FL) were analyzed prior to the samples., All hematologic analyses, other than
the differential leukocyte and Heinz Body counts, were performed on the day of
sample collection.

Methemoglobin analyses were performed on the Beckman Trace™ III Chemistry
System (Beckman Instruments, Inc., Fullerton, CA). Wavelength calibration and
photometric accuracy evaluation was performed daily prior to sample analyses.

Approximately 0.5 ml of blood was collected into each of two tubes
containing sodium citrate as anticoagulant (Vacutainer® Brand,
Becton-Dickinson Company, Rutherford, NJ). The analysis of prothrombin time
and partial thromboplastin time were performed on the BBL Fibrometer (Becton-
Dickinson Company, Rutherford, NJ). Commercially available coagulation control
samples (Ortho Diagnostic Systems, Inc., Raritan, KJ) wvere assayed with the
samples,

Urinalysis

Samples for urinalysis were obtained prior to dosing and at 6, 12, and 16
veeks. Urine volume was measured using calibrated test tubes, and urine color
and turbidity were visually assessed. Urine specific gravity was determined by
refractometry using a clinical refractometer (American Optical Co, Buffalo,
KY). Semiquantitative measurements were made on urine PH, protein, glucose,
ketone, bilirubin, blood, and urobilinogen using the Ames Multi-stix® Reagent
Strip and read on the Clini-tek® (Ames Division, Miles Laboratories, Elkhart,
IN). Microscopic constituents in the urine were analyzed using the KOVA®
System, Appropriate commercially available controls and Clini-tek®
Performance capsules were analyzed on each day of urinalysis.

Zlnszimental Evaluation

Body Weights: Body weights and body weight gains were measured weekly for
21l animals.
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Food Consumption: Fresh diet was offered, and consumption measured, %;,
times each week (Monday, Wednesday, and Friday). .

Mortality Checks: Mortality checks were performed twice daily (a.m,, '3
on weekdays and once daily (a.m.) on weekends. "

Clinical Observations: Observations for overt clinical signs of yc 70450‘41
toxicity were made once daily on weekdays. ;

Gross and ﬂistomo;gholggig Pathology

Animal Sacrifice and Necropsy: All animals found dead in the cage or
sacrificed at either 13 or 17 weeks were subjected to a detailed macroscop{¢H
examination. 1In addition, the brain, liver, kidneys, heart, spleen, adrenalg
and gonads (ovaries/testes) were removed and weighed from sacrificed animalg
only. Animals were killed from exsanguination by severing the brachial bi%
vessels following anesthetization with methoxyflurane for retroorbital blood¥
sampling. Final body weights were obtained the day of sacrifice on fastédJ;
animals. vl

.

Histopathology: Appropriate samples of tissues from all animals were :
preserved in 10X neutral buffered formalin for histopathologic examination. {3 ¢
Histopathologic examinations were performed on the following tissues and’%rg'.}fg
from all animals in the control and high dose groups at final sacrifice and‘ %

Tumors (and associated tissues), gross lesions (with adjacent tissue), brainfg :
(cerebrum, cerebellum, brainstem), spinal cord (three levels), eyes, pituitafj} ”;
salivary glands, heart, thymus, thyroid (with parathyroid), lungs (with = TN
mainstem bronchi), trachea, spleen, sternum or femur (with marrow), lymph' nod¥g
(2, mandibular and mesenteric), sciatic nerve, esophagus, stomach (cardia;]“g
fundus and Pylorus), duodenum, Jejunum, ileum, cecum, colon, rectum, adrenal
glands, pancreas, liver (at least two lobes), kidneys, urinary bladder, - by
ovaries/testes, prostate, epididymis, vagina, uterus/cervix, skin, mammary .Si#Eg
gland area, and skeletal muscle. In addition, all gross lesions, tumors, .., N
lungs, liver, kidneys and al1l organs and tissues showing evidence of lesionsi
the high dose group (target organ) were examined for all animals in the IQW\!nﬂ
intermediate dose groups. Deviations from this list are described in the
Anatomic Pathology Record (Appendix 4). A

Statistical Procedures

Body weight and food consumption, as well as the data for the organ -
weights, hematology, clinical chemistry, and cholinesterase determinations*f?o {
the four groups were intercompared using Levene's test for homogeneity of
variancel, an analysis of variance? was performed on the groups with e
homogeneous variances and, if found to be significant, group differences wer
delineated by grouped variance Student t-tests3, When heterogeneous .
variances were indicated, Welch and Brown-Forsythe4 analyses were performed. .
If either was significant, group differences were determined by separate
variance Student t-tests3,
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Medians5 and quartile deviations> were calculated for non-parametric
gata. These data vere statistically analyzed by the Kruskal-Wallis testb or
py the Wilcoxon rank sum test as modified by Mann—Whitney7. The fiducial
1imit of 0.05 (2-tailed) was used as the critical level of significance for all

tests.

to ds

The final report, nonperishable specimens, and all raw data are retained in
the Archives of the Bushy Run Research Center.

S SCUSSIO
pre-Study Information and Quality Control

The 144 male and 143 female rats arrived at BRRC on June 18, 1984. The
birth date of the animals was recorded as May 14, 1984.

Results of quality control evaluations, including serology, parasitology,
histology and physical examination, were within normal limits established from
data for historical controls. Ophthalmic examinations performed on these
animals revealed no significant lesions upon receipt.

Feed contaminant analyses, supplied by the Ralston Purina Co. Central
Research Services (St. Louis, MO) for all feed lots used in the study indicated
all contaminants were within the acceptable levels. Assays of feed lots used
(supplied by Hazleton Laboratories, Inc., Madison, WI) indicated nitrosamine
concentrations were within acceptable range. Water analysis was conducted by
the Municipal Authority of Westmoreland County (MAWC) on a water sample
collected at BRRC in the summer of 1984. None of the EPA standards for maximum
levels of contaminants were exceeded. Furthermore, no notable differences were
evident between contaminant levels reported in BRRC water in previous years and
the present analysis.

On June 27, 1984 predose blood and urine samples were obtained from ten
male and ten female rats. Samples were submitted to Clinical Pathology for all
analyses listed in the study protocol (i.e., hematology, coagulation, clinical
chemistry, cholinesterase, and urinalysis). Samples for coagulation and
methemoglobin were not evaluated because of problems with the analyses. All
other available results from this predose sampling period were tabulated,
evaluated, and found to be within the historical normal range for 6-week old
Sprague-Dawley rats in this laboratory.

et alyses

A complete Analytical Chemistry Report, including Summary, Introduction,
Materials and Methods, and Results, is included in Appendix 1.

The stability study of UC 70480 in rodent diet showed that at frozen
conditions, the 3 ppm diet mixtures remained stable for 7 days, and the 300 ppm
test diet remained stable for 21 days (Table 2, Appendix 1). Based on these

Tesults, test diets were prepared weekly, stored frozen, and fed three times
veekly.
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The homogeneity study indicated that the distribution of _
test diet was uniform (Table 3, Appendix 1). In addition, the periodie +#
analysis of the concentration of UC 70480 in the test diet 8howed gooq M

agreement between the expected and actual values throughout the study (fkﬁ
Appendix 1), /o

Detailed records of individual animal fate by group are reported 1ﬂ4>;;
7 and 8 of Appendix 3 (Experimental Toxicology Record, In-Life Numbers piil
Animal Information). UC 70480 dietary concentrations of 3, 30, or 300 ppale
not result in mortality in either sex of rats. Four females (1 control, g

mid-dose, and 2 high dose) died as a result of blood sampling procedures %}
7-week evaluation period. e

Body Weight

UC 70480, 1:M

Body weights and body weight gains of male rats are reported in Tabld
Table 4, respectively. A graph of male body weight versus time (days) isg
in Figure 1. Body weights and body weight gains of female rats are reportediE
Table 5 and Table 6, respectively. A graph of female body weight versus¥tiR
(days) is shown in Figure 2. Individual body weights are reported in Apg;w

Ak

Depressed body weight (weeks 1-13) and body weight gain from day zero¥
(weeks 1-13) were apparent in male rats consuming 300 pprm UC 70480. HowéVel
absolute body weight differences did not exceed 6X of concurrent controls
During the recovery period (weeks 14-17) high-dose male rats fed control"ﬂ3
gained approximately 31% more weight (64 g) than concurrent controls (44{};

No statistical difference in absolute body weight was apparent in féﬁ»j
rats consuming 300 ppm UC 70480. However, body weight gain from day zefsfjg
significantly depressed through study week 4 and at week 6. These differenth

(15-20% of concurrent controls) were not statistically significant after g
week 6. : ‘

"

&

Food Consumption

Food intake for 300 ppm UC 70480 male rats (Table 7) was statistical%%ﬁr
less than controls for food measurement days 2, 4, 25, 35, and 39. In"ﬁ"w
contrast, during the recovery period high dose males fed control diet con

significantly more food than controls on days 93, 95, 100 and 107.

For 300 ppm female rats, food intake was significantly less than conﬁfQ;L
for food measurement days 1, 3, 10, 13, 15, 20, 27, 36 and 66 (Table 8). B

However, with the exception of day 92, no compensatory increase was apparen
during the recovery period. N

o

Individual food intake records for male and female rats are reported in ¥y
Appendix 3.
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compound Intake

UC 70480 intake (mg/kg body weight/day) by male and female rats is reported
in Table 9 and Table 10, respectively. Mean dosages attained by 3, 30, and 300
ppm UC 70480-treated male rats were 0.2, 2.0, and 19.7 mg/kg/day, respectively.
Corresponding values for female rats were 0.2, 2.3 and 22.9 mg/kg/day,
respectively.

11 al Observa s

No treatment-related effect on the incidence of clinical signs (Tables
11-12) was apparent at any dose in either sex., A chronological 1list of
individual examination findings is included in Appendix 3.

Hematology

The mean results of hematologic determinations and coagulation function at
7, 13, and 17 weeks for male and female rats exposed to UC 70480 are reported
in Tables 13-21. Individual results for these determinations are included in
Appendix 2.

A slight decrease (approximately 3%) in hematocrit was observed in male
rats from the 300 ppm group at week 7. A larger reduction (approximately 7%)
in hematocrit was observed in these animals at 13 weeks, and this change was
accompanied by moderate reductions in hemoglobin and erythrocyte count. A
decrease in hematocrit of the females from the 300 ppm group was also observed
2t 13 weeks. The decrease in hematocrit observed at 7 weeks in the 3 ppm male
sroup was considered unrelated to UC 70480 exposure based on the lack of dose
response and the lack of consistency in the 13-week measurement. No
differences were seen in these parameters after the 4-week recovery period.

The platelet count (Plt) was significantly increased in male rats at 7
weeks (30 ppm, 300 ppm) and 13 weeks (300 ppm), and in female rats at 7 weeks
(300 ppm). Leukocyte counts (WBC) were also increased in 300 ppm female rats
at 7 weeks due to increased levels of lymphocytes and monocytes. Other
statistically significant alterations were considered spuriocus or of equivocal
biological importance. The statistically significant increase in methemoglobin
(Mhgb) level of 300 ppm male rats at week 17 was considered spurious since no
alterations in Mhgb were observed during the dosing phase of the study.

No blologically significant alterations were observed in the analysis of
coagulation function (Tables 19-21). Statistically significant decreases in
partial thromboplastin time (PTT) at 7 weeks were considered spurious due to
lack of dose-response and the lack of consistency at the 13-week measurement,

Cholinesterase

The mean results and percent inhibition of the cholinesterase
determinations at 7, 13 and 17 weeks for male and female rats exposed to
UC 70480 are reported in Tables 22-24, respectively. Individual results for
these determinations are reported in Appendix 2.
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A biologically significant cholinesterage inhibition (greater than 25% of
concurrent control values) was observed in Plasma and erythrocytes of 30 Ppa
and 300 ppm male and female rats, and in Plasma of 3 PPm female rats at stud
weeks 7 and 13. In addition, brain cholinesterase activity was inhibited in
the 300 ppm dosage group of both sexes at the 13-week measurement (Table 23):
No differences were detected in plasma, erythrocyte, or brain cholinesterasé¥
levels of Tecovery animals sacrificed at week 17 (Table 24). P

albumin concentration. Both globulin and A/¢ ratio remained significantly%{

altered at the 17 week recovery evaluation while albumin was signifitantlyfﬁj
increased at this period. At the 7 and 13 week evaluation periods, signif1€¢
decreases were observed in total pProtein and globulin concentration of the :308
ppm females (Tables 26 and 28). A/G ratio was also increased at thege =i
evaluation periods. No effects were observed for females at the l17-week perff

considered a spurious finding. ALT was decreased in high dose females at 13+

weeks but this was not considered biologically significant based on the small™
magnitude of the change. No alterations were observed for male or female rats
in any other clinical chemistry parameters at other evaluation periods.

rin sis

No statistically significant alterations were observed in any urinalysisJ
parameter monitored at 6, 12 or 16 weeks in either male or female rats. The
mean results of urinalysis parameters are reported in Tables 30-35. Individe%}
results of these determinations are reported in Appendix 2.

an W hts

Absolute organ weights, organ weights relative to final body weight, OrG’?
welghts relative to brain weight, and final body weight of male rats are .
reported in Tables 36-43, respectively. Corresponding values for females arein
reported in Tables 44-5], Individual organ weights, organ/body and organ/bra
weight ratios are reported in Appendix 3.
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Dietary administration of UC 70480 for 90 days to male or female rats did
pot result in biologically significant absolute or relative organ weight
effects. Apparent absolute organ weight effects in both sexes were due to
reduced final body weights at 13 weeks and vere not apparent in recovery

animals.

0SS d (o) 0

Incidence summaries of groas necropsy and microscopic observations (in-life
deaths and final sacrifice) for male and female rats are reported in Tables
52-61. Individual gross and histomorphologic pathology records are included in
Appendix 4.

No significant treatment-related pathologic alterations were apparent at
gross or microscopic examination of animals dying during the in-life portion of
this study or at sacrifice. In addition, no lesions were observed to explain
findings of abnormal organ weights. Mild to moderate hydronephrosis was
observed in 22 rats (7 males and 15 females) but was not treatment related.
This lesion has been described in various rat strains in incidences up to 59%
and 1s considered a spontaneous disease of unknown etiology.9‘12

CORCLUSIONS

*1EEiE1Li2B_Q2_ShﬂliB£§£E££§213%£i§1£§é{;rythrocyte, plasma, brain) and
alterations in hematology and clinical chemistry of animals treated with 30 ppm
and 300 ppm UC 70480 for 90 days excludes these groups as a no-observable-
effect-level (NOEL) for the compound. Based on the information obtained in the

present study, dietary concentrations of 3 ppm UC 70480 would appear to be a
NOEL for 90 days in male rats and a minimally toxic dose in female rats.
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Table 19
Mean Results of Coagulation Determinations for CD® Rats
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

7-Week Results

Prothrombin Tige Partial Thromboplastin Tipy
Dosage (Seconds) (Seconds) :
) MALES
%00 e o o
0-epn &8 o
— 0.6 e
= o fz:;
FEMALES
20 epn © oo
— ah e
2o 03 2.6
o G b
() Standard deviation | *:%

» N

Superscript denotes level of significance Vvs. control:
a=10.05>p >0.01
b=0.01 >p > 0.001
c=p < 0.001

e KBC T w

WPC/rkk/0547B~1
10-23-84
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Table 20

Mean Results of Coagulation Determinations for CD® Rats

UC 70480 Ninety-Day Dietary Inclusion Study in Rats

13~-Week Results

\

Prothrombin Time Partial Thromboplastin Time

Dosage (Seconds) (Seconds)
MALES
300 _ppm 11.4 17.8
(1.2) (2.0)
ppm 11.6 18.8
(1.1) (1.8)
ppD 11.6 19.5
(1.0) (2.3)
0 ppm 11.6 19.6
(1.1) (2.4)
FEMALES
0 EEA 9.8 16.6
(0.9) (2.2)
30 ppm 10.3 16.6
(1.2) (1.2)
3 PpD 10.1 17.7
(1.2) (2.0)
0 ppm 10.3 18.8
(1.0) (2.5

() Standard deviation

WPC/rkk/0547B-2

10-25-84

Page 81 of 671
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Table 21

Mean Results of Coagulation Determinations for CD® Rats
UC 70480 Nipety-Day Dietary Inclusion Study in Rats

17-Week Results

Rejort 49-11i

Prothrombin Time Partial Thromboplastin 1153;'
Dosage (Seconds) (Seconds) .
MALES
300 ppm 12.1 22.0
(0.9) (1.9)
0 ppm 11.7 21.1
(1.1) (2.2)
FEMALES
300 ppm 11.6 18.6
(0.6) (1.3
0 Eém 11.7 18.4
(0.8) (1.4)

() Standard deviation

WPC/rkk/0547B-1
11-09-84

Page 82 of 671
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Table 22

Report 49-11

Mean Results of Cholinesterase Determinations for CD® Rats

UC 70480 Ninety-Day Dietary Inclusion Study in Rats

7-Week Results

\

z %
Dosage Plasma Inhibition RBC Inhibition
MALES

300 ppm 0.33¢ 0.17¢
(0.04) 50.7 (0.02) 91.1

b c

30 _ppm 0.49 0.60
(0.06) 26.9 (0.12) 68.8

b

3 ppm 0.57 1.72
(0.11) 14.9 (0.10) 10.4

0 ppm 0.67 1.92

(0.16) (0.18)

FEMALES

300 ppm 0.64¢ 0.19¢
(0.12) 77.1 (0.03) 90.7

30 ppm 1.02¢ 0.53¢
(0.18) 63.4 (0.09) 74.1

3 ppm 1.73b 1.77¢
(0.36) 38.0 (0.08) 13.7

0 ppo 2.79 2.05

(1.02) (0.17)

() Standard deviation
Superscript denotes level of significance vs. control:

a=0.05>p>0.0l; b=0.01>p>0.001; c =p <0.001

Plasma = Plasma cholinesterase (U/mL)
RBC = Erythrocyte cholinesterase (U/ml)

WEC/TkKk/0547B-2; 10-23-84

Page 83 of 671
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Table 23

Mean Results of Cholinesterase Determinations for CD® Rats
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

Report

13-Week Results

T '
Dosage Plasma Inhibition RBC Inhibition Brain
MALES
300 ppm 0.35¢ 0.14¢ 3.20¢
(0.03) 53.9 €0.03) 93.1 (0.43)
b c
30 ppm 0.52 0.66 3.91
(0.08) 31.6 (0.08) 67.5 (0.57)
3 ppm 0.62 1.8228 4.16
(0.13) 18.4 (0.11) 10.3 (0.59)
0 ppum 0.76 2.03 4.35
0.21). (0.24) (0.71)
FEMALES ;
g
300 m Ooglc 0-17C 2-32c ,_ﬂ
= (0.16) 747 (0.03) 9.3 (0.3)  42.0%
30 ppm 1.30¢ 0.61¢ 3.61 i
(0.24) 63.8 (0.16) 68.9 (0.32) 9.8%
3 ppum 2.44b 1.743 3.89 .
(0.70) 32.0 (0.20) 11.2 (0.54) 2.8%
0_ppm 3.59 1.96 4.00
(0.91) (0.22) (0.66)

() Standard deviation

Superscript denotes level of significance vs. control:
a=0.05>p >0.01; b=0.01 >p >0.001; ¢ =p < 0.001

Plasma = Plasma cholinesterase (U/ml)

RBC = Erythrocyte cholinesterase (U/mL)

Brain = Brain cholinesterase (U/mL)

WPC/Tkk/0547B-3
10-25-84

Page 84 of 671
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Table 24

Mean Results of Cholinesterase Determinations for CD® Rats
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

17-Week Results

4 4 4
_2225&5_ Plasma Inhibition RBC Inhibition Brain Inhibition
MALES

—
300 ppm 0.65 1.83 3.82

(0.21) - (0.17) 4.2 (0.15) 8.4
0 _ppo 0.61 1.91 : 4.17

(0.08) (0.18) (0.52)
- FEMALES

b b

300 ppm 3.24 1.86 2.85

(0.92) - (0.13) 12.3 (0.46)  17:6
0 ppm 3.23 2.12 3.46

(0.59) (0.19) (0.42)

() Standard deviation
Superscript denotes level of significance vs. control:
b= 0.01 >p > 0.001
Plasma = Plasma cholinesterase (U/mL)
RBC = Erythrocyte cholinesterase (U/wl)
Brain = Brain cholinesterase (U/mL)
Dash denotes a value either greater than or equal to control.

WPC/rkk/0547B~2
02-20-85

Page 85 of 671
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Table 25

Mean and Median Results of Clinical Chemistry Parameters for CD® Ratg
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

Raport 49~-

7-Week Results

MALES —
Dosage Gluc* UN*® AST*  ALT® Tpx Ar1ge Glob* A/G Ratio* Th*
300 ppm  1.02> 117 61 18 62¢ 36¢  27b 1.3 4;i
(0.08) (15) (5) (2) (3) Q) (3) (0.2) (1)
30 ppm 1.18 113 59 19 66 37 29 1.2 48-
(0.1200 (@7) (7) (3) (2) (1) (2) (0.1) (1)
3 ppu 1.16 107 69 21 68 38 30 1.2 3°
(0.10) (12) (11) (3) (3) (1) (2) (0.1) (1)
0 _ppm 1.14 112 64 20 68 38 3 1.2 3
(0.11) (23) (9) (5) (3) (1) (3) (0.1) (1)
Dosage CPK* LDH* GGT** Chol* ALP*  ca# Pt  NA® K* _cLx
300 ppn 108 113 0 0.56¢ 67 101 71 144 5.3b 105~
(47) (67) [0) (0.08) (16) (5) (4) (2) (0.3) Q)
30ppm 70 8 0 0.46 81 102 70 144 5.32  105-=
(19) (35) [0] (0.09) (16) (3) (5) (1) (0.2) (2)_,,?ﬁ
3 ppu 128 194 0 0.44 82 102 69 144 5.2 105"
. (91) (212) [0} (0.09) (@12) (5) (4) (1) (0.3) (2) .
0 ppo 145 174 0 0.40 85 102 71 144 5.0 104
(137) (149) [0] (0.08) (21) (6) (3) (2) (0.3) (2) _
*Mean ®*Median

() Standard deviation

Superscript denotes level of significanc
a=0.05>p>0.01; b= 0.01 > p>0.

Gluc = Glucose (g/L)

UN = Urea nitrogen (mg/L)
AST = Aspartate aminotransferase (U/L)

ALT = Alanine aminotransferase (U/L)

TP = Total protein (g/L)

ALB = Albumin (g/L)

Glob = Globulin (g/L)
A/G Ratio = Albumin % Globulin
TB = Total bilirubin (mg/L)

[] Quartile deviation
e vs. control:
001; ¢ = p < 0.001

CPK = Creatine phosphokinase (U/L)
LDH = Lactic dehydrogenase (U/L)

Chol = Cholesterol (g/L)

ALP = Alkaline phosphatase (U/L)
Ca = Calcium (mg/L)

P = Inorganic phosphorous (mg /L)
Na = Sodium (mmol/L)

K = Potassium (meq/L)

Cl = Chloride (mmol/L)

GGT = y~glutamyl transferase (U/L)

WPC/rkk/0547B-1; 10-23-84

Page

86 of 671
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Table 26

Mean and Median Results of Clinical Chemistry Parameters for CD® Rats
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

7-Week Results

-

Eﬁﬁﬁg Gluc*® UN* AST* ALT* TPt ALB*  Glob* A/G Ratio* TB*
—_ FEMALES d

00 ppm  1.01 127 58 15 s7¢ 33 24¢ 1.4b 5
woper % Gy an @ @ @ @ 0D %
30 ppm 1.02 135 56 17 63 34 29 1.2 5
e B e e W ) 3 @ 0D %S
3 ppm 1.06 125 56 15 64 34 30 1.2 5
e 2 de ® @ @ @ 0D %S
0 ppm 1.07 131 56 17 64 35 29 1.2 4
opr LU s @ W @ @ (0.1 W
Dosage CPK* LDH* GGT** Chol* ALP* CA* pr NA® K% CL*

300 ppm 138 87 0 0.49 44 101 65 144 5.4 108
(83) (26) (0] (0.12) a1 @ €y (1 0.7y (@

30 ppm 100 89 0 0.52 44 103 62 144 5.1 108
(53) (13) [0] (0.06) (12) (3) (9) 09 0.5 (2

m 164 109 0 0.49 44 102 59 145 4.9 108
(153) (45) [0] (0.07) (13) 3 (8) 6D (0.5) ()

2 Ppm
0 ppm 130 108 0 0.51 50 102 60 145 5.1 108
(57) (25) [0} (0.07) (13) (3 (5) (1) (0.4) (O

*Mean ®*Median

() Standard deviation (] Quartile deviation

Superscript denotes level of significance Vvs. control:
a=0.05>p>0.01;b"= 0.01 >p >0.001; ¢ =P < 0.001

Gluc = Glucose (g/L) CPK = Creatine phosphokinase (u/L)
UN = Urea nitrogen (mg/L) LDH = lactic dehydrogenase (u/L)
AST = Agpartate aminotransferase (U/L) GGT = y-glutamyl transferase (U/L)
ALT = Alanine aminotransferase (U/L) Chol = Cholesterol (g/L)

TP = Total protein (g/L) ALP = Alkaline phosphatase (U/L)
ALB = Albumin (g/L) Ca = Calcium (mg/L)

Glob = Globulin (g/L) p = Inorganic phosphorous(mg/L)
A/G Ratio = Albumin % Globulin Na = Sodium (mmol/L)

TB = Total bilirubin (mg/L) K = Potassium (meq/L)

Cl = Chloride (mmol/L)

WPC/rkk /0547B-1; 10-23-84
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13~-Week Results

MALES
Dosage Gluc* UN* AST*  ALT* TP* ALB* Glob* A/G Ratio*
300 ppm 1.09 120 58 18 63¢ 34b 28¢ 1.2¢
(0.12) (19) Qo (4) (3) (1) (3) (0.1)
30 ppm 1.25 113 60 20 69 36 33 1.1
(0.12) (Q12) (8) (2) 3 @ (2) (0.1)
3 ppm 1.22 114 61 22 70 36 34 1.0
(0.11) (18) (15) (7) &)y (2) (3) (0.1)
0_ppm 1.18 117 57 21 71 36 35 1.0
(0.09) (21) (7) (4) (5 () (4) (0.1)
Dosage  CPK* LDH* GGT** Chol* ALpP* CA% P* NA® K* CL*
300 ppm 64 119 0 0.85 55 101 60 145 5.3 108
(13) (27) (0] (0.16) (18) (2) (5) (1) (0.5) (1) m
30 ppm 108 132 0 0.73 64 102 58 145 5.3 106
(111) (39) [0] (0.11) (16) (2) (4) (1) (0.7) (1)
3 ppm 75 139 0 0.80 69 102 55 146 5.2 107
(18) (58) [0] (0.20) (16) (3) (6) 1 (0.4) )
0 ppm 71 131 0 0.75 70 103 57 145 5.0 107
(17) (33) [0) (0.12) 7)) (3) (4) (1) (0.4) 1)
*Mean **Median

() Standard deviation
Superscript denotes level of significance vs.

a =0.05>p >0.01; b =

Gluc = Glucose (g/L)

UN = Urea nitrogen (mg/L)
AST = Aspartate aminotransferase (u/L)

ALT = Alanine aminotransferase (U/L)

TP = Total protein (g/L)
ALB = Albumin (g/L)

Glob = Globulin (g/L)
A/G Ratio = Albumin 3 Globulin
TB = Total bilirubin (mg/L)

[] Quartile deviation
control:

0.01 >p > 0.001; ¢ = p < 0.001 L
CPK = Creatine phosphokinase (U/L) ° -
LDH = Lactic dehydrogenase (U/L)
GGT = y-glutamyl transferase (U/L)
Chol = Cholesterol (g/L)

ALP = Alkaline phosphatase (U/L)

Ca = Calcium (mg/L)

P = Inorganic phosphorous(mg/L)
Na = Sodium (mmol/1L)

K = Potassium (meq/L)

Cl = Chloride (mmol/L)

WPC/rkk/0547B-2; 10-25-84
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Table 28

Mean and Median Results of Clinical Chemistry Parameters for CD® Rats

UC 70480 Ninety-Day Dietary Inclusion Study in Rats

13-Week Results

(66) [0]

posage  Gluc* UN*  AST*  ALT* TP* _ALB* Glob* A/G Ratio* _TB*
—_— FEMALES
300 ppm  1.06 149 56 158 658 38  28b 1.4P 4
woppm 0% Gay Ao @ (& () @ (0D 1)
30 ppm 1.16 141 63 20 74 40 34 1.2 3
(0.12) (35) 19) (5) (6) (&) (&) (0.2) 1)
3 ppo 1.12 137 57 17 72 38 34 1.2 2
(0.10) (31) (5) (3) W) (@ 3 (0.1 (1)
0 _ppm 1.09 136 69 19 72 38 33 1.2 3
(0.14 (26) (27) 2 (5) (2 (3) (0.1 (1)
Dosage  CPK* LDH* GGT** Chol* ALP* CA* = P% NA® K* CcL*
300 ppu 88 158 O 0.92 34 100 53 143 5.0¢ 109
(50) (74) [0] (0.24) (13) (2) (8 (2 (0.3 (2
Vppm 93 196 0O 0.99 30 103 49 144 4.8 109
(46) (54) [0] (0.18) (9) (4) (@) 1 (0.2) 2
3 ppm 93 178 0 0.85 34 101 47 144 4.6 108
(16) (51) [0} (0.100 (14) () (6 (2) (0.2) (2
Oppm 103 196 O 0.82 42 101 49 144 4.5 108
(24) (0.22) (13) (3 (9 @ D) (0.3) (2

*Mean
() Standard deviation

Gluc = Glucose (g/L)

UN = Urea nitrogen (mg/L)

AST = Agpartate aminotransferase (U/L)
ALT = Alanine aminotransferase (U/L)
TP = Total protein (g/L)

ALB = Albumin (g/L)

Clob = Globulin (g/L)

A/G Ratio = Albumin + Globulin

TB = Total bilirubin (mg/L)

**Median
[] Quartile deviation

Superscript denotes level of significance vs. control:
a=0.05>p>0.01; b=0.01>p?> 0.001; ¢ = p <

0.001

CPK = Creatine phosphokinase (u/L)
1DH = Lactic dehydrogenase (u/L)
GGT = y-glutamyl transferase (u/L)
Chol = Cholesterol (g/L)

ALP = Alkaline phosphatase (U/L)
Ca = Calcium (mg/L)

P = Inorganic phosphorous(mg/L)

Na = Sodium (mmol/L)

K = Potassium (meq/L)

C1 = Chloride (mmol/L)

WPC/rkk/0547B-2; 10-25-84
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Table 29

Mean and Median Results of Clinical Chemistr Parameters for CD® Ratsg
UC 70480 Ninety-Day Dietary Inclusion Study in Rats

Report 49-1?‘

17-Week Results

r _
e
v

wan

MALES
Dosage  Gluc* ~ UN*  AST* ALT* TP*  AIB*  Glop# A/G Ratio* B
b ;
300 ppm  1.11 117 58 18 65 34 318 1.1 - A
TR0y an ay 6) (&) (2 (2 .1 0}
0 ppm 1.11 109 60 20 66 33 33 1.0 A
(0.11) (14) (11) (4) (2) (1) (2) (0.1)
Dosage CPK* LDH* GGT** Chol* ALP*  ca# P*  Na* K*
300 ppm 106 148 0 0.77 442 100 57 1448 5.9
(68) (62) (0] (0.22) (12) (3) (%) (1) (0.3)
0 ppm 91 162 o0 0.71 61 99 53 145 5.1
(42) (109) [0] (0.16) (20) (3) (5) (1) (0.2)
FEMALES
Dosage Gluc* UN#* AST*  ALT* Tp*  AlB* Glob* A/G Ratio*
300 ppm  0.98 143 54 19 70 39 31 1.2
(0.09) (25) (12) (7) (4) (3) (2) (0.1)
0 _ppm 0.99 140 57 19 69 38 32 1.2
(0.11) (26) (8) (6) (5) (4) (2) (0.1)
Dosage  CPK* _LDH* GGCT** Chol* ALP*  Ca# P*  NaA* K*
300 ppm 130 202 o0 0.89 25 103 592 143 5.0
(59) (91) [0) (0.18) (13) (3) (12) (1) (0.4)
Oppm 117 183 0 0.87 29 102 48 144 4.8  108-
(82) (90) [0) (0.23) (6) (3) (13) (1) (0.4)
*Mean **Median

() Standard deviation

Superscript denotes level of significanc

a = 0.05>p >0.01;
Gluc = Glucose (g/L)
UN = Urea nitrogen (mg/L)

AST = Agpartate aminotransferase (u/L)
ALT = Alanine aminotransferase (u/L)
TP = Total protein (g/L)

ALB = Albumin (g/L)

Glob = Globulin (g/L)

A/G Ratio = Albumin * Globulin

TB = Total bilirubin (mg/L)

b=0.01>p>0

[] Quartile deviation
e vs. control:

.001 oy
CPK = Creatine phosphokinase (U/L) °
LDH = Lactic dehydrogenase (U/L)

¢

GCT = y-glutamyl transferase (U/L) .
Chol = Cholesterol (g/L) 3]
ALP = Alkaline phosphatase (U/L) g
Ca = Calcium (mg/L) SRS
P = Inorganic phosphorous(mg/L) -
Na = Sodium (mmol/L)

K = Potassfum (meq/L) caw

Cl = Chloride (mmol/L)

C -

WPC/rkk/OS&?B-Z; 02-20-85
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BUSHY RUN RESEARCH CENTER

g

R. D. 4, Mellon Road, Export, Pennsyivania 15632

Quality Assurance Unit Study Inspection Summary

Tehphone(412)73

Test Substance: UC 70480

Study:

Study Director: J. P. Van Miller, Ph.D.

The Quality Assurance Unit of BRRC conducted the inspections listed bél;;
and reported the results to the study director and to management on the dates¥
It 1s the practice of this Quality Assurance Unit to report the
results of each inspection to both the study director and management.

indicated.

InsEection

Ninety-Day Dietary Inclusion in Rats

Date QAU Report Issued .

52008

: o

@

s

¢
FREh:
h E

%

Date Tvpe To Study Director To Mana¥e§§;?
6-21-84 Protocol 6-21-84 6-25-84 ~ S
7-3-84 Event - Start of Dosing 7-3-84 9-13~-84
8-13-84 Event - Clinical 8-13-84 9-13-84
Chemistry, )
Hematology, and
CHE
8-21-84 Protocol Amendment 1 8-21-84 8-23-84
9-27-84 Event - Urinalysis 9-28-84 11-28-84
10-4-84 Event - Cholinesterase, 10-4-84 11-28-84
Hematology,
Clinical Chemistry,
and Necropsy
10-23-84 Event - Urinalysis 10-23-84 11-28-84
10~-29-84 Event - Necropsy, CHE, 11-2-84 11-28-84
Clinical Chemistry,
and Hematology
2-7 to 2-11-85 Analytical Raw Data and 2-14-85 2-15-85
Report
2-18- to 2-20-85 Raw Data and Report Tables 3-26-85 8-19-86
3-15 to 3-25-85 Clinical Pathology 3-26-85 4-9-85

Raw Data and Report
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SHHE
Inspection Date QAU Report Issued ¥ %(;
ite Iype To Study Director To Management s | ;‘ |
IR
-3 to 4-30-85  Anatomic Pathology 4-30-85 5-28-85 REERI Y
Raw Data and Report S
oo
.19-85 Protocol Amendment 2 4-19-85 5-1-85 o ' .
i
-3-85 Protocol Amendment 3 6-3-85 6-4-85 ] |
|
~4=-85 Protocol Amendment 4 9-6-85 9-10-85 j
.4 to 8-19-86  Final Report 8-19-86 1-13-87 1l
1-19-86 Archives 11-20-86 1-13-87 |
crhb ) A
I
. B RN IRIN
& : | SN
D '(_A/_.I/ VARLAE V4 A NIRIRIE
Tinda J. Calisti, Group Leader Date AL B
Good Laboratory Practices/ Vil ?
Quality Assurance b HEs
i!.\ ‘
nif
811
MBI 6
‘” 1 I
HEA
i
IR
i
i
R
FrE
RN |
il
:i 1 )
.E I
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~"“::’§% * UNITED STATES ENVIRONMENTAL Pnorscnoﬁ AGENCY
i,iw " WASHINGTON, D.C. 20460

William C. Kuryla, Ph.D.

Associate Director, Product Safety _ OFFICEOF _
Union Carbide Corporation m",{,"c’f;;m' o~ 'm'cne: AND

39 Old Ridgebury Road
Danbu,, —onnecticut 06817-0001

MAR 30 1995

EPA acknowledges the receipt of information submitted by
your organization under Section 8(e) of the Toxic Substances
Control Act (TSCA). For your reference, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8(e) Document Control Number (e.g., 8EHQ-00-0000) assigned by
EPA to your submission(s). . ’ '

* ".. :_"l » D)W~ -

" 73U ] °. Al . =19
to the reverse side of this pag

pple - nformat and refer
e for "EPA Information ReJuests™ .

r

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). Confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should
already contain information supporting confidentiality claims.
This information is required and should be submitted if not done
so previously. To substantiate claims, submit responses to the
questions in the enclosure "Support Information for Confiden-
tiality Claims". This same enclosure is used to support
confidentiality claims for non-CAP submissions.

Please address any further correspondence with the Agency
related to this TSCA 8(e) submission to: ‘ '

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator -
Office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Washington, D.C. 20460-0001

EPA looks forward to continued cooperation with your '
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

, Sincerely,
: 7 ey S @ézw'
: _ Terz R. O'Bryén
Enclosure I :Z~]’351/q Risk Analysis Branch

@:}9 P wa Sl on paper s

containg at least 50% recycied fber
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Triage of 8(e) Submissions | -

Date sent to triage: NON-CAP 6
Submission number: IA ‘Esl ‘ S TSCA Inventory: Y N @

Study type (circle appropriate):

Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
ATOX ~ SBTOX SEN w/NEUR

Group 3 -_Elizabeth Margosches (1 copy each)

CTOX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire document:@ 1 2 pages I' L pages 1 13 'llk

Notes:

Contractor reviewer : L p S Date: ﬁ/ / é/ 93




._gxgm TRACKING DBASE ENTRY FORM »

, CECATS DATAs i |
submisson # 8E1HQ: O T DPORMATION REQUESTED.FLWPDATE ("X A
) ) ... 0501 NO INFO REQUESTED NO >..=:z RI PORTY D
._41%—._: FLWP ) . : PR 0502 INFO REQUESTED (TECH) . STUDIES PLANNI DAINIE RWAY
, N < * . 0503 INFO REQUESTED (VOL ACTIONS) 98.._ NOTIFICATION OF WORKI R OEHE RS
; SUBMITTER NAME: n 75 0304 INPO REQUESTED (REPORTING RATIONALF) 0004 LAREIMSDS CHANGE S
. , . ’ DISPOSITION 0408 PROCESSHANDA ING CHANGE S 8¢
- Coroo aon (0639 REFER TO CHEMICAL SCREENING 0406 APPJUSE DISCONTINUED m
\ NOTICE _, 0407 PRODUCTION DISCONTINUED n
. 0408 CONFIDENTIAL -
SUB. DATE: o8|kl OTS DATE; OJ_O, —gb CSRAD DATE:___ O__u_ \opu m
1 1 L3 ” ' —.
L 0O -{1- o " Ul ynkinewons >
| =5 -Propyl— m
.UC 0480 A W
INEORMATION TYPE: LEC INFORMATION TYPE: LEC INFORMATION TYPE: rre &
0201 ONCO (HUMA' o1 0204 216é EPIICLIN 010204 0241 IMMUNO (ANIMAL) 01 02 04 m
0202  ONCO (ANIMAL) 00204 0217  HUMAN EXPOS (PROD CONTAM) 01 0204 IMMUNO (HUMAN) 01 02 04
0203  CELL TRANS (IN VITRO) 010204 0218  HUMAN EXPOS (ACCIDENTAL) 01 0204 CHEM/PHYS PROP 01 0204
0204  MUTA (IN VIiRO) 00204 0219  HUMAN EXPOS (MONITORING) 01 0204 CLASTO (IN VITRO) 01 02 04
0205  MUTA (IN VIVO) 010204 0220 ECO/AQUA TOX 010204 0245  CLASTO (ANIMAL) 0102 ¢
0206  REPRO/IERATO (HUMAN) 00204 021  ENV.OCOCRELFATE 01 0204 0246  CLASTO (HUMAN) 01 02 04
0207  REPRO/TERATO (ANIMAL) 0020 0222  EMER INCI OF ENV CONTAM 010204 0247  DNA DAM/REPAIR 010204
0208 NEURO (HUMAN) Q.04 0223  RESPONSE REQEST DELAY 010204 0248 PRODMUSE/PROC 01 02 04
ﬁv NEURO (ANIMAL) (] 0224  PROD/COMP/ICHEM ID 010204 0251  MSDS 01 02 04
-0l TOX. (HUMAN) neoloe 022  REPORTING RATIONALE 010204 029%9  OTHER 01 02 04
0211  CHR. TOX. (HUMAN) 010204 . 0226  OONFIDENTIAL 010204
0212  ACUTE TOX. (ANIMAL) 0 0204 0227  ALLERG (HUMAN) 016204
0213  SUB ACUTE TOX (ANIMAL) 00204 0228  ALLERG (ANIMAL) 010204
3213y SUB CHRONIC TOX (ANIMAL) /D04 . 023  METABPHARMACO (ANIMAL) 010204
9215 CHRONIC TOX (ANIMAL) 0o 0240  METABPHARMACO (HUMAN) 010204
“ i 33 Sl R
IRIAGEDATA; NON-CBIINVENTORY ~ QNGOING REVIEW  SPECIES USE: PRODUCTION:
YES YES (DROP/REFER) R LOW
CAS 5R NO NO (CONTINUE) MED

\.\..\z\..m.\_\y REFTR gt.,.\\u e ey e Tan ) I \u\c\,_?.k,»
L wmwerny Ra bl (50D 2ec Byl olioA Y Conde whie 05w | ) \ L) od Choss
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T d Y A . IRERE
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